The goal of this paper was to design several sodium carboxymethylcellulose hydrogels containing a BCS class II model drug and to evaluate their flow and thixotropic properties. The rheological measurements were performed at two temperatures (23˝C and 37˝C), using a rotational viscometer. The hydrogels were stirred at different time intervals (10 s, 2, 5, 10 and 20 min at 23˝C, and 10 s, 2 and 5 min at 37˝C), with a maximum rotational speed of 60 rpm, and the corresponding forward and backward rheograms were recorded as shear stress vs. shear rate. For all hydrogels, the rheological data obtained at both temperatures showed a decrease of viscosity with the increase of the shear rate, highlighting a pseudoplastic behaviour. The flow profiles viscosity vs. shear rate were quantified through power law model, meanwhile the flow curves shear stress vs. shear rate were assessed by applying the Herschel-Bulkley model. The thixotropic character was evaluated through different descriptors: thixotropic area, thixotropic index, thixotropic constant and destructuration thixotropic coefficient. The gel-forming polymer concentration and the rheological experiments temperature significantly influence the flow and thixotropic parameters values of the designed hydrogels. The rheological characteristics described have an impact on the drug release microenvironment and determine the stasis time at the application site.
Introduction
Hydrogels are semisolid dosage forms, consisting of three-dimensional networks of water-soluble materials of polymeric, protein, peptidic, colloidal, surfactant, or lipid origin, with a cross-linked structure. They can be formulated in a variety of physical forms, ranging from micro-or nanoparticles to coatings and films applied on solid dosage forms [1, 2] .
Their applications also cover a vast array, both in clinical practice and experimental medicine. Due to the advanced degree of hydration, their porous structure and low interfacial tension with water or biological fluids, hydrogels have the potential to be used for encapsulation of active pharmaceutical ingredients or therapeutic entities, such as cells [3] [4] [5] , proteins and peptides [6] [7] [8] and active substances [9] [10] [11] [12] [13] .
Many of the recently discovered active substances which might be suitable candidates for therapeutic use have a poor bioavailability due to their low water solubility. Therefore, one of the major challenges in developing new medicinal products was to improve the aqueous solubility of these poorly water-soluble drugs, especially of Biopharmaceutical Classification System (BCS) class II active ingredients (high permeability, low solubility) with low molecular weight (MW < 1000 Da) [14] [15] [16] .
Results
The forward and backward rheograms were recorded for eight experimental hydrogels, prepared according to the formulas presented in Section "4.2.1. Preparation of the Hydrogels" and coded H1-H8. Figures 1 and 2 illustrate the forward rheograms according to the protocol described in Section "4.2.2. Rheological Measurements", both at 23˝C and at 37˝C.
The relation between shear stress and shear rate was further analyzed with different rheological models: Ostwald-de Waele (Equation (1)), Herschel-Bulkley (Equation (2)), Bingham (Equation (3)), and Casson (Equation (4)):
τ " K¨. γ n (1)
τ " τ 0`η¨. γ (4) critical stress applied for determining the start of hydrogel flow, K is the consistency index (Pa·s n ) related to the hydrogel viscosity, n is the Flow behaviour index (dimensionless) indicating the non-Newtonian or Newtonian character (n < 1 for a Non-Newtonian pseudoplastic system, n > 1 for a Non-Newtonian dilatant system, and n = 1for a Newtonian system) [33] [34] [35] .
(a) (b) stress applied for determining the start of hydrogel flow, K is the consistency index (Pa·s n ) to the hydrogel viscosity, n is the Flow behaviour index (dimensionless) indicating the wtonian or Newtonian character (n < 1 for a Non-Newtonian pseudoplastic system, n > 1 for ewtonian dilatant system, and n = 1for a Newtonian system) [33] [34] [35] .
(a) The determination coefficients ("R 2 ") values (Table 1) were used as an indicator to sele hydrogel that best fitted the forward flow profiles. The significance of the terms from the Equations (1)-(4) is as follows: τ is the shear stress (Pa), .
γ is the Shear rate (s´1), η is the Plastic viscosity (Pa¨s), τ 0 is the Yield stress (Pa) associated with the critical stress applied for determining the start of hydrogel flow, K is the consistency index (Pa¨s n ) related to the hydrogel viscosity, n is the Flow behaviour index (dimensionless) indicating the non-Newtonian or Newtonian character (n < 1 for a Non-Newtonian pseudoplastic system, n > 1 for a Non-Newtonian dilatant system, and n = 1for a Newtonian system) [33] [34] [35] .
The determination coefficients ("R 2 ") values (Table 1) were used as an indicator to select the hydrogel that best fitted the forward flow profiles. The values of "R 2 " specific to Ostwald-de Waele, Herschel-Bulkley, Bingham and Casson models, listed in Table 1 , show that the best fit is obtained for Herschel-Bulkley model for all the prepared hydrogels, in this case "R 2 " ranging between 0.9955 and 0.9987 at 23˝C and from 0.9941 to 0.9996 at 37˝C. The descriptors specific to this model are summarized in Table 2 for all systems tested at both temperatures, their significance being previously mentioned. The hydrogels pseudoplasticity can also be expressed through the forward curves viscosity vs. shear rate, presented for exemplification in Figure 3a The hydrogels pseudoplasticity can also be expressed through the forward curves viscosity vs. shear rate, presented for exemplification in Figure 3a In this case, the flow profiles were investigated by fitting the Power law model to the rheological data (Equation (5)):
where "m" and "n" parameters are assessed through the linearization of Equation (5) by double logarithmic method. The "m" parameter is associated with the viscosity obtained for the shear rate of 1 s −1 [36] . The power law parameters "m", "n" and the determination coefficient "R 2 ", specific to forward and backward rheological measurements (recorded at different stirring times at a maximum rotational speed of 60 rpm) [37] are given for all samples in Tables 3 and at both temperatures in Table 4 .
Another important issue in the hydrogel rheological characterization is their thixotropic behaviour. The return of the hydrogel to its initial structure is called thixotropy and was assessed by monitoring the viscosity change during the recovery process after shearing [34, [37] [38] [39] .
The thixotropic character of the designed hydrogels, determined at both temperatures, was emphasized by the recorded forward and backward rheograms, exemplified for hydrogel H2 analyzed at 23 °C and 37 °C, and hydrogel H8 investigated at 23 °C at different stirring times (10 s, 2 min, 5 min, 10 min, 20 min) for the maximum rotational speed selected for the rheological analysis. In this case, the flow profiles were investigated by fitting the Power law model to the rheological data (Equation (5)): η " m¨. γ´n
where "m" and "n" parameters are assessed through the linearization of Equation (5) by double logarithmic method. The "m" parameter is associated with the viscosity obtained for the shear rate of 1 s´1 [36] . The power law parameters "m", "n" and the determination coefficient "R 2 ", specific to forward and backward rheological measurements (recorded at different stirring times at a maximum rotational speed of 60 rpm) [37] are given for all samples in Table 3 and at both temperatures in Table 4 .
The thixotropic character of the designed hydrogels, determined at both temperatures, was emphasized by the recorded forward and backward rheograms, exemplified for hydrogel H2 analyzed at 23˝C and 37˝C, and hydrogel H8 investigated at 23˝C at different stirring times (10 s, 2 min, 5 min, 10 min, 20 min) for the maximum rotational speed selected for the rheological analysis. The quantification of thixotropy was accomplished through specific descriptors as thixotropic area, thixotropic constant, thixotropic index and destructuration thixotropic coefficient [34, [40] [41] [42] [43] [44] ]:
1.
Thixotropy area (hysteresis loop area, S thix ) is the surface between the forward curve (S fwd ) and the backward curve (S bw ) (Equation (6)):
S thix " S fwd´Sbw (6) where S fwd corresponds to a complete hydrogel rheodestruction being correlated to the hydrogel normal manipulation time to expose the drugs incorporated in such formulations to the absorption at the application site, and S bw refers to the recovery of the initial structure by the sheared hydrogel.
The hysteresis area value is an indicator for the degree of system destructuration, higher values for thixotropic area indicating a higher thixotropy.
But backward curve position, in comparison with the forward curve, is depending on the stirring time (t) at the maximum rotational speed that was selected. Thus, Equation (6) can be written as follows:
Different mathematical relations have been suggested to quantitatively describe the variation of the area included by the backward curve rheogram as a function of the stirring time at the maximum rotational speed selected for the experiment. The equation proposed by Dolz et al. has been verified for a series of polymers (Equation (8)):
Taking into consideration Equation (8), the relation for determining the thixotropy area becomes:
where S thix (t) is the area of the hysteresis loop at a certain stirring moment and S fwd is the area corresponding to the maximum forward or backward curve at the theoretical stirring moment t = 0, S bw(min) is the area under the backward curve at maximum stirring time applied in the experiments, S bw (t) is the area under the backward curve at moment "t" of stirring and f(t) is a function depending on the rheological behaviour of the semisolid system studied. This last equation proves the dependency of the thixotropic area on the stirring time at maximum rotational speed. It can be stated that an ideal (minimum) thixotropy area corresponds to a zero stirring time.
2.
For different gel-forming polymers used in various concentrations or in various combinations with other components (sodium salt of carboxymethylcelulose, aerosil, sodium carboxymethylcelulose mixed with bentonite), Dolz et al. [40] [41] [42] have found that f(t) becomes:
f ptq " c¨?t (10) where "c" is the thixotropy constant, a parameter linked to the rate for which the backward area S bw (t) reaches its minimum, characterizing the variation in time of the backward area. If the system has a thixotropic behaviour, the value of this constant is higher than 0, as the backward area must decrease with the stirring time increase. Furthermore, only when the thixotropy constant value is finite, the area depends on the stirring time. The more the "c" constant value increases, the faster the system reaches maximum destructuration. 3.
The thixotropy index (T hyst% ) is the relative thixotropy area, expressed as a percentage of the area rheodestroyed by stirring at maximum rotational speed, compared to the backward area (Equation (11)):
The higher the value of the thixotropy index, the system becomes more thixotropic. Due to measuring errors in the determination of the shear stress (maximum 5%), during the determination of S fwd and S bw (t) areas, only the T hyst% values larger than 5% will be considered. For any result under this value, it can be safely assumed that the gels were non-thixotropic.
4.
Another thixotropic parameter, which can be linked to the stirring time at the maximum rotational speed selected is the tixotropic destructuration coefficient (B), determined according to Equation (12): ( 12) where τ(t 1 ) and τ(t 2 ) are the shear stress at stirring times t 1 and t 2 , at maximum rotational speed.
The values for the aforementioned thixotropic descriptors, as well as for the forward and backward areas recorded at different moments during hydrogels stirring at maximum rotational speed and at 23˝C and 37˝C respectively are shown in Tables 5 and 6 . The graphical conversion of the variation of areas corresponding to the backward curve and of the thixotropy area respectively vs. different stirring times at the maximum rotational speed are presented in Figure 4a ,b and Figure 5a ,b for H1-H8 hydrogels tested at both temperatures. 
Discussion
The influence of formulation factors as well as of the work temperature on different flow parameters and thixotropic descriptors for different NaCMC hydrogels was further discussed. These rheological properties of the prepared hydrogels are strongly influenced by the gelation mechanism. Initially, the water uptake by the NaCMC leads to chain entanglements and solvent entrapment in the spaces formed in the 3D networked structure. As the formation of final NaCMC hydrogels is a consequence of the physical interactions between gel-forming polymer, non-gelling polymer, water and indomethacin as sodium salt, the application of an increased shear stress conducts to an easier partial destruction of the gel network compared to chemically cross-linked hydrogels.
The shapes of the forward rheograms for all the hydrogels, shown in Figures 1 and 2 , have similar appearance on the shear rate range applied in the experiments, regardless the concentration of the hydrogels in NaCMC, PEG 400 or PEG 1000. In all cases, the shear stress increased with the shear rate.
The data presented in Table 2 show that the hydrogels exhibit pseudoplastic properties, the value of flow index "n" being less than 1. The flow index values are correlated with the degree of pseudoplasticity, smaller values leading to a marked degree of shear thinning. This behaviour is more pronounced at 23 °C compared to 37 °C, the temperature decrease determining an increase of shear thinning, highlighted by the decrease of "n" value.
Also, yield stress and consistency index decreased with the temperature increase. Thus, for the hydrogel with minimum concentration of NaCMC, τ0 decreases about 2.47 times and K about 1.73 
The data presented in Table 2 show that the hydrogels exhibit pseudoplastic properties, the value of flow index "n" being less than 1. The flow index values are correlated with the degree of pseudoplasticity, smaller values leading to a marked degree of shear thinning. This behaviour is more pronounced at 23˝C compared to 37˝C, the temperature decrease determining an increase of shear thinning, highlighted by the decrease of "n" value.
Also, yield stress and consistency index decreased with the temperature increase. Thus, for the hydrogel with minimum concentration of NaCMC, τ 0 decreases about 2.47 times and K about 1.73 times at 37˝C, meanwhile for the hydrogel with maximum concentration of NaCMC, the above parameters decrease about 1.25 times and 1.58 times respectively. This behaviour is explained by the increased mobility of the polymeric chains and the decrease of polymeric chains clusters life-time.
At a certain temperature, the formulation factor concerning the amount in gel-forming polymer (NaCMC) markedly influences the values of the aforementioned rheological descriptors and determines significant differences corresponding to the two variation levels (1% and 2%). Thus, at the lower temperature, an increase of about 2.42 times for τ 0 was recorded, respectively of about 3.39-5.84 times at a higher temperature. The consistency index was obviously higher for the hydrogels with a high concentration in NaCMC, at 23˝C the increase being about 7.25-8.80 times, and about 7.65-9.77 times at 37˝C.
As it can be seen from Figure 3 , the viscosity decreases with shear stress highlighting also in this way the shear thinning behaviour of the designed hydrogels.
As presented in Tables 3 and 4 , the values recorded for "R 2 " parameter for the power law model, ranging between 0.9615 and 0.9985, indicate that this rheological model has a good fit with the experimental data obtained at both temperatures and different stirring times at maximum rotational speed.
It can be noticed that for longer stirring times (10 min, 20 min), the "m" parameter remains constant for the hydrogels wth a minimum concentration of NaCMC and various amount of PEG 400 and PEG 1000 (H1-H4), while for the experimental formulations H5-H8, with a double concentration in NaCMC, the polymeric matrix is stronger and has a higher resistance to shear-induced destructuration, which leads to different values of the viscosity for longer stirring duration at maximum rotational speed.
The values of "m" parameter are also strongly influenced by the concentration of the hydrogels in gel-forming polymer and by the temperature at which shearing takes place.
In both representations, shear stress vs. shear rate and viscosity vs. shear rate respectively, the pseudoplastic properties of all the designed hydrogels is confirmed. The pseudoplastic behaviour with yield stress is a desirable property for the semisolid dosage forms because at high shear rates (e.g., a semisolid product is exposed to when it is taken out of its immediate package, i.e., tube), the gel will flow readily, facilitating the topical administration; in case of low shear rates (when the hydrogel is spread on the site of administration), the material will adopt a higher consistency, recovering its original rheological properties before administration [29, 34, 36] .
The flow patterns recorded in Figure 6a ,b indicate that the hydrogels are thixotropic at both temperatures, for the same shear rate, the point on the backward profile corresponding to lower shear stress in comparison with the forward one, obtaining the corresponding hysteresis loops [29] .
Molecules 2016, 21, 786 11 of 17 times at 37 °C, meanwhile for the hydrogel with maximum concentration of NaCMC, the above parameters decrease about 1.25 times and 1.58 times respectively. This behaviour is explained by the increased mobility of the polymeric chains and the decrease of polymeric chains clusters life-time. At a certain temperature, the formulation factor concerning the amount in gel-forming polymer (NaCMC) markedly influences the values of the aforementioned rheological descriptors and determines significant differences corresponding to the two variation levels (1% and 2%). Thus, at the lower temperature, an increase of about 2.42 times for τ0 was recorded, respectively of about 3.39-5.84 times at a higher temperature. The consistency index was obviously higher for the hydrogels with a high concentration in NaCMC, at 23 °C the increase being about 7.25-8.80 times, and about 7.65-9.77 times at 37 °C.
The flow patterns recorded in Figure 6a ,b indicate that the hydrogels are thixotropic at both temperatures, for the same shear rate, the point on the backward profile corresponding to lower shear stress in comparison with the forward one, obtaining the corresponding hysteresis loops [29] . The shapes of the rheograms illustrated in Figure 6b show that for the maximum rotational speed selected, the increase of the stirring time induces a viscosity decrease, and the backward curve corresponds to decreasing values of the shear stress for the same shear rate.
As expected, for the same stirring period, the values obtained at 37 °C for the areas corresponding to the forward curves, backward curves and thixotropy area are smaller compared to those obtained at 23 °C. Thus, Sfwd decreased with 1.43-1.65 times for the formulation with minimum concentration of NaCMC, and 1.28-1.39 times for the hydrogels with maximum concentration of NaCMC. Sbw decreased with about 1.27-1.69 times for 10 s, 2 min and 5 min stirring time respectively. Similar to the flow parameters, characteristic both for Herschel-Bulkley and power law model, the formulation factor with a significant impact on the thixotropy characteristics is the concentration in gel-forming polymer. Relevant differences between the values of different area determined for 2% NaCMC hydrogels and those recorded for the 1% experimental formulations were observed. At 23 °C, the thixotropy area for H1-H4 formulations reaches a maximum after 10 min of stirring while at 37 °C maximum destructuration is achieved after 2 min, the thixotropy area remaining constant after this interval; however, for the H5-H8 formulations, a stirring time longer than 20 min (at 23 °C), respectively of 5 min (at 37 °C) is required in order for the systems to destructurate completely.
The values obtained at 23 °C and 37 °C for the thixotropic index (higher than 5%) and those obtained at 23 °C for the thixotropy constant (higher than zero) confirm that hydrogels have a thixotropic behaviour at both working temperatures.
By applying the empiric relationship (Equation (10)) [40] [41] [42] in the evaluation of the thixotropy constant, values of the "R" correlation coefficient ranging from 0.9598 to 0.9931 were obtained, indicating a good fit of this equation for hydrogels with a complex composition, prepared in this study.
High levels of the thixotropic constant correlated with a fast maximum destructuration were obtained for H5-H7 formulations, for which the NaCMC concentration was the highest. The lower value of "c" obtained for H8 hydrogel, with the same content in gel-forming polymer but maximum concentrations of non-gelling polymers, could be attributed to its considerable higher viscosity (Tables 3 and 4 ) compared to H5 hydrogel ("c" max-1.209 min −½ ), requiring a stirring time superior to 20 min for the total destructuration induced by stirring. Comparatively, for H1-H4 formulations, with a minimum concentration of NaCMC, the impact of the stirring period is lower, this being the most obvious for the H1 hydrogel ("c" value is the smallest-0.573 min −½ ).
The thixotropic parameters recorded show that for the hydrogels incorporating a smaller amount of NaCMC, the destructuration takes place for shorter stirring times, compared to the systems including a double amount of gel-forming polymer. This could be explained by the fact that the polymeric matrix is more resistant to the destructuration induced by agitation. The shapes of the rheograms illustrated in Figure 6b show that for the maximum rotational speed selected, the increase of the stirring time induces a viscosity decrease, and the backward curve corresponds to decreasing values of the shear stress for the same shear rate.
As expected, for the same stirring period, the values obtained at 37˝C for the areas corresponding to the forward curves, backward curves and thixotropy area are smaller compared to those obtained at 23˝C. Thus, S fwd decreased with 1.43-1.65 times for the formulation with minimum concentration of NaCMC, and 1.28-1.39 times for the hydrogels with maximum concentration of NaCMC. S bw decreased with about 1.27-1.69 times for 10 s, 2 min and 5 min stirring time respectively. Similar to the flow parameters, characteristic both for Herschel-Bulkley and power law model, the formulation factor with a significant impact on the thixotropy characteristics is the concentration in gel-forming polymer. Relevant differences between the values of different area determined for 2% NaCMC hydrogels and those recorded for the 1% experimental formulations were observed. At 23˝C, the thixotropy area for H1-H4 formulations reaches a maximum after 10 min of stirring while at 37˝C maximum destructuration is achieved after 2 min, the thixotropy area remaining constant after this interval; however, for the H5-H8 formulations, a stirring time longer than 20 min (at 23˝C), respectively of 5 min (at 37˝C) is required in order for the systems to destructurate completely.
The values obtained at 23˝C and 37˝C for the thixotropic index (higher than 5%) and those obtained at 23˝C for the thixotropy constant (higher than zero) confirm that hydrogels have a thixotropic behaviour at both working temperatures.
High levels of the thixotropic constant correlated with a fast maximum destructuration were obtained for H5-H7 formulations, for which the NaCMC concentration was the highest. The lower value of "c" obtained for H8 hydrogel, with the same content in gel-forming polymer but maximum concentrations of non-gelling polymers, could be attributed to its considerable higher viscosity (Tables 3 and 4 ) compared to H5 hydrogel ("c" max-1.209 min´1 2 ), requiring a stirring time superior to 20 min for the total destructuration induced by stirring. Comparatively, for H1-H4 formulations, with a minimum concentration of NaCMC, the impact of the stirring period is lower, this being the most obvious for the H1 hydrogel ("c" value is the smallest-0.573 min´1 2 ).
The thixotropic parameters recorded show that for the hydrogels incorporating a smaller amount of NaCMC, the destructuration takes place for shorter stirring times, compared to the systems including a double amount of gel-forming polymer. This could be explained by the fact that the polymeric matrix is more resistant to the destructuration induced by agitation.
The thixotropic feature is also a quality control parameter, relevant in view of transforming an initially viscous hydrogel into a thin product, easy to spread at the site of administration.
Both the parameters specific to different flow models and the thixotropic descriptors assessed were markedly influenced by the concentration of the gel-forming polymer. The non-gellifying polymers, included in various concentrations in the experimental formulations, influenced the rheological behaviour of hydrogels only in the same batch of systems presenting the same concentration in NaCMC. Their functional role was to modulate the rheological properties of the gel base through their own viscosity, but also through the molecular interactions occuring between these ingredients and the gelling polymer chains.
Materials and Methods

Materials
Indomethacin (IND) and sodium carboxymethylcellulose (NaCMC) were purchased from Fluka Chemicals Ltd. (Gillingham, UK). Polyethylene glycol 400 (PEG 400), polyethylene glycol 1000 (PEG 1000) and sodium hydroxide (NaOH) were obtained from Merck KGaA (Darmstadt, Germany). Distilled water was used in the preparation of the experimental formulations. All chemical reagents were of analytical grade.
Methods
Preparation of the Hydrogels
The experimental hydrogels were prepared in accordance with the composition presented in Table 7 . Table 7 . Composition of the designed hydrogels. 1  H1  H2  H3  H4  H5  H6  H7  H8   IND  1  1  1  1  1  1  1  1  NaCMC  1  1  1  1  2  2  2  2  PEG 400  10  10  20  20  10  10  20  20  PEG 1000  10  20  10  20  10  20  10  20 1 The amounts of all components are reported with respect to 100 g hydrogel.
Hydrogel
The following manufacturing steps were applied for all the formulations: NaCMC was dispersed in an adequate amount of distilled water and left unstirred for two hours to ensure wetting and swelling of the gellyfing polymer. After that, part of the distilled water was gradually added under continuous stirring until an uniform and homogeneous viscous consistency was obtained. PEG 400 was afterwards added under continuous mechanical stirring, followed by PEG 1000 adding, previously dissolved in water. Indomethacin, a non-steroidal anti-inflammatory drug model belonging to BCS class II, was separately dissolved in an appropriate amount of 10% NaOH solution, obtaining the soluble sodium salt, and then it was gently incorporated in the previously prepared hydrogel basis. Using this preparation method, several NaCMC physical hydrogels were obtained, coded as shown in Table 7 .
The selection of the non-gelling polymers (polyethylene glycols) in the composition of the experimental hydrogels was based on their good solublility in water and compatibility with NaCMC. Also, polyethylene glycols are excipients widely used in a variety of formulations (topical, parenteral, oral). They are non-irritating and non-toxic in contact with skin. Another rationale for their inclusion in the formulations was the potential to increase the solubility of the poorly water-soluble model drug [45] . Aqueous solutions of PEG adjust the viscosity and consistency of a topical/transdermal formulation. In addition, it is known that PEG 400 is a skin penetration enhancer for indomethacin and other anti-inflammatory drugs [46, 47] .
Different studies mention NaOH being used as a solubilizing agent for some non-steroidal anti-inflamatory drugs such as piroxicam, for antiviral drugs (acyclovir) or for the antineoplastic agent 5-fluorouracil [48] [49] [50] [51] . The functional role of the 10% sodium hydroxide solution was to solubilize indomethacin by converting it into its sodium salt. In contact with the liquid on the skin surface (with a pH value of 5.5), the drug exists both as sodium salt and acid forms [52] . In these conditions, the thermodynamic activity of the active pharmaceutical ingredient is maximum and allows a maximum absorption rate due to a high concentration gradient.
After preparation at laboratory scale, the experimental hydrogels were diluted with distilled water, resulting in 100 g of hydrogels for each formulation with a final concentration of 1% IND. The appearance of all the experimental hydrogels was homogeneous, clear, yellow in colour, and their pH value was between 7 and 7.5. The hydrogels were equilibrated at room temperature (23˝C) for 24 h to remove the eventual air bubbles incorporated, prior to their characterization by rheological analysis.
Rheological Measurements
The stationary shear flow analysis was conducted with a rotational viscometer Multi-Visc Rheometer (Fungilab, Barcelona, Spain) at 23˝C˘0.1˝C and 37˝C˘0.1˝C, and a ThermoHaake P5 Ultrathermostat was attached to the measuring system to keep constant the work temperature [33, 34] . After mechanical and thermal equilibration, the hydrogels were sheared at a shear rate specific to TR 9 and TR 10 standard spindles, from 0.1 to 20.4 s´1 and from 0.08 to 16.8 s´1 respectively, in order to obtain the flow patterns. The shear stress and apparent viscosity were recorded as a function of shear rate. Each hydrogel was stirred for different time intervals (10 s, 2, 5, 10 and 20 min at 23˝C, and 10 s, 2 and 5 min at 37˝C, respectively), at a maximum rotational speed of 60 rpm, and the corresponding forward and backward rheograms were recorded. The rotational speeds varied between 0.3 and 60 rpm for the forward curves, these values being similar to some conditions with biopharmaceutical implications (i.e., the application of the hydrogel at the administration site), and allowed the examination of flow curves with hysteresis loops, as shear rates from the upper ranges are more representative for mixing processes during manufacturing of hydrogels and during administration by spreading the hydrogels on the skin [34] . The rheological parameters were evaluated using Table Curve 2D and Microcal Origin softwares.
Conclusions
A detailed stationary shear rheometry study was presented, highlighting the influence of formulation factors and work temperature on different flow parameters and thixotropic descriptors for different NaCMC hydrogels. All the designed formulations presented a non-Newtonian behaviour, with shear-thinning and time-dependent properties. The pseudoplasticity and thixotropic character are two properties targeted in the design of semisolid dosage forms, important from biopharmaceutical and tehcnological point of view. The rheology plays an important role in the design, evaluation and optimization of topical/transdermal pharmaceutical products, complementing the complex issue of drug delivery. By correlating the rheological results with the kinetic characteristics, the composition of the gel base can be modulated, designing hydrogels with optimal drug release characteristics and an adequate consistency and stasis time at the administration site.
The rheological analysis applied for the gels with NaCMC, PEG 400, PEG 1000 and Indomethacin, could be generalized to serve as a model for more complex heterogels as well as for other types of topical/trandermal formulations with various aplication sites. 
